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Application Papers 
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Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1121(d). 
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DETAILED ACTION 
Election/Restrictions 

1. Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1 and 2, drawn to a crystallized P-selectin LE, classified in class 
530, subclass 350. 

II. Claims 3 and 4, drawn to a crystallized complex of P-selectin LE and 
SLe x , classified in class 530, subclass 350. 

III. Claims 5, 6 and 35, drawn to a crystallized complex of E-selectin LE and 
SLe x and a method for obtaining a crystallized complex of an E-selectin 
type molecule and a compound that coordinates calcium by soaking a 
crystal of E-selectin in a PEG solution containing calcium, classified in 
class 530, subclass 350. 

IV. Claims 7 and 8, drawn to a crystallized complex of P-selectin LE and 
PSGL-1, classified in class 530, subclass 350. 

V. Claims 9 and 10, drawn to an active site of an SLe x binding protein with 
calcium bound according to Fig. 3, classified in class 703, subclass 2. 

VI. Claims 1 1 and 12, drawn to an active site of an SLe x binding protein with 
calcium bound according to Fig. 4, classified in class 703, subclass 2. 

VII. Claims 13 and 14, drawn to an active site of a PSGL-1 binding protein with 
strontium bound according to Fig. 5, classified in class 703, subclass 2. 

VIII. Claim 15, drawn to an in silico methods of identifying agents that interact 
with P-selectin, classified in class 703, subclass 2. 
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IX. Claim 16, drawn to an in vitro methods of testing agents interact with P- 
selectin LE, classified in class 435, subclass 7.1. 

X. Claim 17-19 and 26, drawn to an in silico methods of identifying agents 
that interact with a SLe x binding site, classified in class 703, subclass 2. 

XI. Claims 20, 21 and 27, drawn to an in vitro methods of testing agents 
interact with an SLe x , classified in class 435, subclass 7.1. 

XII. Claims 22-23 and 28, drawn to an in silioo methods of identifying agents 
that interact with PSGL-1 , classified in class 703, subclass 2. 

XIII. Claims 24, 25 and 29, drawn to an in vitro methods of testing agents 
interact with an PSGL-1, classified in class 435, subclass 7.1. 

XIV. Claim 30, drawn to an agent that interacts with P-selectin, classified in 
class 530, subclass 350. 

XV. Claims 31 and 33, drawn to an inhibitor or activator of SLe x , classified in 
class 530, subclass 350. 

XVI. Claims 32 and 34, drawn to an inhibitor or activator of PSGL-1 , classified 
in class 530, subclass 350. 

The inventions are distinct, each from the other because of the following reasons: 
2. Inventions l-IV are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different designs, 
modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant case, the 
different inventions are each drawn to a different crystal or crystal complex. Each 
different crystal requires its own different crystallization conditions, has its own unique 
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unit cell parameters which is determined by its space group and will have its own 
maximum resolution for diffraction. Thus each crystal is patentably distinct and a 
search for one crystal is by no mean coextensive with a search for another one in the 
protein crystallography electronic data bases (e.g. RSCB PDB) or for instance in the 
non-patent literature (e.g. Acta Cryst. D) which would place an undue search burden 
upon the examiner. For these reasons each group is separately and distinctly 
patentable. 

3. Inventions V-VII are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different designs, 
modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant case, the 
different inventions are not disclosed as being capable of use together because each 
different active site is derived from a completely different crystal structure. Even though 
some amino acids of the active sites might be shared in common, each cartesian 
coordinate that defines the active site is not only derived differently, but each amino acid 
of the active sites will have different contacts. For example, the active site described in 
Figure 3 (Group V) will be completely different to that of Figure 4 (Group 4) because the 
former is ligand free whereas the later is bound to a calcium molecule. Furthermore, 
each different active site will change according the complex formed between the Sle x 
protein and the protein that forms its complex, e.g. P-selectin in Group V, E-selectin in 
Group VI, PSGL-1 in Group VII. Thus, a search for one Group is not coextensive with 
any other Group and for this reason is proper so as not to place an undue search 
burden upon the examiner. 
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4. Inventions VIII, X and XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different 
designs, modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant 
case, the different inventions are drawn to in silico methods of identifying agents which 
bind to P-selectin (Group VIII), Sle x binding proteins (Group X) or PSGL-1 (Group XII). 
Thus the methods are each separately drawn to completely different proteins which 
would require separate searches in the non-patent literature databases as well as the 
patent literature databases because each Group is derived from different proteins with 
their own unique active sites and overall structural coordinates. Thus, an under search 
burden would be expected of the examiner in order to search each Group. For these 
reasons, restriction is deemed as proper. 

5. Inventions IX, XI and XIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different 
designs, modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant 
case, the different inventions are each drawn to different in vitro assays which test 
whether or not potential agents are capable of modulating different proteins, e.g. P- 
selectin (Group IX), Sle x binding proteins (Group XI) or PSGL-1 (Group XIII). Thus, 
each assay will use different components of the assay system, which would require 
separate and different searches in the non-patent and patent literature. Furthermore, 
each assay has completely different end points, for example, agents that modulate P- 
selectin likely will not have anything to do with agents that will modulate PSGL-1 . 
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Therefore each different Group has its own respective distinct and separate patentable 
subject matter. 

6. Inventions XIV-XVI are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different designs, 
modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant case, the 
different inventions are drawn to agents, inhibitors or activators of P-selectin (Group 
XIV), Sle x binding proteins (Group XV) or PSGL-1 (Group XVI). The Groups are 
deemed separately patentable because an activator or inhibitor or PSGL-1 will not have 
the same effects on Sle x because each different protein has its own unique activation or 
binding site which will be structurally unique for only those molecules which can fit into 
its binding site. One that works for one Group will likely not work for another. 
Furthermore, each agent, activator or inhibitor will have its own unique structure and 
function, distinct and separate from those of the other Groups. Thus a search for one 
Group is not co-extensive for a search for any other Group and for these reasons 
restriction is deemed proper. 

7. Inventions (l-IV) and (V-VII) are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different 
modes of operation, different functions, or different effects (MPEP § 806.04, MPEP § 
808.01). In the instant case the different inventions are not related because the active 
sites Groups V-VII does not directly use the products (e.g. the crystals of P-selectin, P- 
selectin:Sle x , E-selectin:Sle x and P-selectin LE:PSGL-1) of groups l-IV. Instead Groups 
V-VII are merely the atomic coordinates of the active sites of P-selectin: Sle x , E- 
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selectin:SIe x and P-selectin LE:PSGL-1 and is only related to the crystal product of P- 
selectin, P-selectin:Sle x , E-selectin:Sle x and P-selectin LE:PSGL-1 by being a tangible 
and artificial representation of the physical atomic level structure. Thus the crystal 
Groups and active site Groups are not directly utilizable together, nor are they disclosed 
as being capable as such. 

8. Inventions (l-IV) and (VIII, X, XII) are unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have different 
modes of operation, different functions, or different effects (MPEP § 806.04, MPEP § 
808.01 ). In the instant case the different inventions are not related because the in silico 
method of identifying agents of Groups VIII, X, XII does not directly use the products 
(e.g. the crystals of P-selectin, P-selectin: Sle x , E-selectin:Sle x and P-selectin LE:PSGL- 
1 ) of groups l-IV. Instead Groups VIII, X, XII utilizes the atomic coordinates of P- 
selectin, P-selectin:Sle x , E-selectin:Sle x and P-selectin LE:PSGL-1 in the design 
process and is only related to the crystal product of P-selectin, P-selectin: Sle x , E- 
selectin:Sle x and P-selectin LE:PSGL-1 by being a tangible and artificial representation 
of the physical atomic level structure. Thus the crystal Groups and in silico Groups are 
not directly utilizable together, nor are they disclosed as being capable as such. 

9. Inventions (l-IV) and (IX, XI, XIII) are unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have different 
modes of operation, different functions, or different effects (MPEP § 806.04, MPEP § 
808.01 ). In the instant case the different inventions are not related because the Groups 
of the in vitro methods of identifying agents, activators or inhibitors of P-selectin, Sle x 
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and PSGL-1 use a completely different physical form (and patentably distinct form) of 
these proteins. The crystalline forms of are not capable of being used in an in vitro 
assay because if one did so it would result in the destruction of the crystal structure all 
together. 

10. Inventions (l-IV) and (XIV-XVI) are unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have different 
designs, modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant 
case, the different inventions the crystals of Groups (l-IV) the agents, activators or 
inhibitors of Groups XIV-XVI have completely different structure, function and form. The 
proteins found within the crystals bear no structural or functional similarities with the 
activators or inhibitors which may or may not interact upon the proteins found in each 
crystal. Furthermore, the crystal Groups and the agents Groups are not disclosed as 
being capable of being used together. 

1 1 . Inventions (V-VII) and (VII, X, XII) are related as subcombinations disclosed as 
usable together in a single combination. The subcombinations are distinct if they do not 
overlap in scope and are not obvious variants, and if it is shown that at least one 
subcombination is separately usable. In the instant case, subcombination of in silico 
methods of using the atomic coordinates defined by the active sites has separate utility 
such as specific drug design. Alternatively, the active sites atomic coordinates can be 
used to define a specific pharmacophore. See MPEP § 806.05(d). 

12. Inventions (V-VII) and (IX, XI, XIII) are unrelated. Inventions are unrelated if it 
can be shown that they are not disclosed as capable of use together and they have 
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different designs, modes of operation, and effects (MPEP § 802.01 and § 806.06). In 
the instant case, the different inventions are capable as being used together. The 
active site Groups are defined only by three-dimensional atomic coordinates. Thus it 
would be physically impossible to use the in vitro assay Groups because these Groups 
utilizes physical organic molecules, which would be impossible to combine with 
empirical data which defines the active sites of Groups V-VII. 

13. Inventions (V-VII) and (XIV-XVI) are unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have different 
designs, modes of operation, and effects (MPEP § 802.01 and § 806.06). In the instant 
case, the different inventions are capable as being used together. The active site 
Groups are defined only by three-dimensional atomic coordinates. Thus it would be 
physically impossible to use a physical organic molecule such as those of the of the 
agents, activator and inhibitor Groups (XIV-XVI) with empirical data which defines the 
active sites of Groups V-VII. 

14. Inventions (VIII, X, XII) and (IX, XI, XIII); (XIV-XVI) are unrelated. Inventions are 
unrelated if it can be shown that they are not disclosed as capable of use together and 
they have different designs, modes of operation, and effects (MPEP § 802.01 and § 
806.06). In the instant case, the different inventions the Groups of the in silico methods 
utilize only empirical data in its operation and method steps. However, the Groups of 
the in vitro methods use physically defined, real world organic material Thus, there is 
no way to actually physically use the different Groups together. The same analogy can 
be applied to the agents, activators and modulators Groups (XIV-XVI); the in silico 
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methods Groups again utilize empirical data confined within a computer and can not be 
extended or combined with physical organic material. 

15. Inventions (IX, XI, XIII) and (XIV-XVI) are unrelated. Inventions are unrelated if it 
can be shown that they are not disclosed as capable of use together and they have 
different designs, modes of operation, and effects (MPEP § 802.01 and § 806.06). In 
the instant case, the different inventions the method steps utilized in the in vitro assay 
Groups (IX, XI, XIII) have different designs and method steps which may or may not 
utilize the agents, activators or inhibitors of Groups (XIV-XVI). Thus, a search for the in 
vitro assays and components defined within each will not necessarily be coextensive. 
Furthermore, the data bases searched will be completely separate in both the structural 
and non-patent literature databases. This would place an undue search burden upon 
the examiner. 

Potential Right to Rejoinder 

16. The examiner has required restriction between product and process claims. 
Where applicant elects claims directed to the product, and a product claim is 
subsequently found allowable, withdrawn process claims that depend from or otherwise 
include all the limitations of the allowable product claim will be rejoined in accordance 
with the provisions of MPEP § 821 .04. Process claims that depend from or 
otherwise include all the limitations of the patentable product will be entered as a 
matter of right if the amendment is presented prior to final rejection or allowance, 
whichever is earlier. Amendments submitted after final rejection are governed by 37 
CFR 1.116; amendments submitted after allowance are governed by 37 CFR 1.312. 
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In the event of rejoinder, the requirement for restriction between the product 
claims and the rejoined process claims will be withdrawn, and the rejoined process 
claims will be fully examined for patentability in accordance with 37 CFR 1.104. Thus, to 
be allowable, the rejoined claims must meet all criteria for patentability including the 
requirements of 35 U.S.C. 101, 102, 103, and 112. Until an elected product claim is 
found allowable, an otherwise proper restriction requirement between product claims 
and process claims may be maintained. Withdrawn process claims that are not 
commensurate in scope with an allowed product claim will not be rejoined. See 
"Guidance on Treatment of Product and Process Claims in light of In re Ochiai, In re 
Brouwer and 35 U.S.C. § 103(b)," 1184 O.G. 86 (March 26, 1996). Additionally, in order 
to retain the right to rejoinder in accordance with the above policy, Applicant is advised 
that the process claims should be amended during prosecution either to maintain 
dependency on the product claims or to otherwise include the limitations of the product 
claims. Failure to do so may result in a loss of the right to rejoinder. 

Further, note that the prohibition against double patenting rejections of 35 U.S.C. 
121 does not apply where the restriction requirement is withdrawn by the examiner 
before the patent issues. See MPEP § 804.01. 

17. Because these inventions are independent or distinct for the reasons given 
above and have acquired a separate status in the art because of their recognized 
divergent subject matter, restriction for examination purposes as indicated is proper. 
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18. Applicant is advised that the reply to this requirement to be complete must 
include (i) an election of a species or invention to be examined even though the 
requirement be traversed (37 CFR 1.143) and (ii) identification of the claims 
encompassing the elected invention. 

The election of an invention or species may be made with or without traverse. To 
reserve a right to petition, the election must be made with traverse. If the reply does not 
distinctly and specifically point out supposed errors in the restriction requirement, the 
election shall be treated as an election without traverse. 

Should applicant traverse on the ground that the inventions or species are not 
patentably distinct, applicant should submit evidence or identify such evidence now of 
record showing the inventions or species to be obvious variants or clearly admit on the 
record that this is the case. In either instance, if the examiner finds one of the inventions 
unpatentable over the prior art, the evidence or admission may be used in a rejection 
under 35 U.S.C. 103(a) of the other invention. 

1 9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Suzanne M. Noakes, Ph.D. whose telephone number is 
571-272-2924. The examiner can normally be reached on Monday to Friday, 7.30am to 
4.00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached on 571-272-0931 . The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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